the p100 degron described here. The scale ranges from -4.5 (hydrophilic) to 4.5 (hydrophobic). Enlarged red letters indicate the central GSK3b phosphorylation sites. Most degrons contain at least one leading hydrophobic residue. The electrical characteristics of amino acids are also indicated with acidic residues in blue and basic in red. Degrons are arranged according to the number of prolines from high (upper left) to low (lower right). Proteins with degron motifs are enriched in the nuclear/organellar (NO) pool and known substrates for the more stringent motifs and multiple less stringent motifs (two-tailed binomial test, p < 0.05), while proteins with motifs are depleted in the down-regulated NO pool (two-tailed binomial test, p < 0.005). (b) Enrichment of proteins grows among known substrates and up-regulated proteins in the NO pool of FBW7 KO cells for more restrictive motifs or higher motif counts. Down-regulated proteins in the NO pool are eliminated by increased selectivity more rapidly than proteins in the reference pool. Statistically significant changes (twotailed binomial test) are indicated for p < 0.05 (▲) and p < 0.005 (■). (c) Construction of predicted Fbw7 phosphodegrons used as criterion iii) in the substrate identification (Fig. 1b) . The central serine or threonine is a predicted GSK3b phosphorylation site (Netphos, score ≥ 0.49) and the +4 position holds either an acidic residue (upper panel) or a serine or threonine predicted to be phosphorylated by any kinase (lower panel, score ≥ 0.50). Since known Fbw7 substrates contain proline-rich degrons (Supplementary Table S2 ), at least 2 prolines are required in the motif. 
